This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 



BEST AVAILABLE IMAGES 



Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 



• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

. BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 



IMAGES ARE BEST AVAILABLE COPY. 

As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



D0272 NP 



1/11 



FIG. lA 



1 ATGCCGGCCTGCTGCAGCTGCAGTGATGTTTTCCAGTATGAGACGAACAAAGTCACTCGG 60 
IMPACCSCSDVFQYETNKVTR 20 



61 ATCCAGAGCATGAATTATGGCACCATTAAGTGGTTCTTCCACGTGATCATCTTTTCCTAC 120 

21IQSMNYGT IKWFFHVIIFSY 40 

121 GTTTGCTTTGCTCTGGTGAGTGACAAGCTGTACCAGCGGAAAGAGCCTGTCATCAGTTCT 180 

41 V C F A L V SDKLYQRKEPVISS 60 

181 GTGCACACCAAGGTGAAGGGGATAGCAGAGGTGAAAGAGGAGATCGTGGAGAATGGAGTG 240 

61VHTKVKGIAEVKEEIVENGV 80 

241 AAGAAGTTGGTGCACAGTGTCTTTGACACCGCAGACTACACCTTCCCTTTGCAGGGGAAC 300 

81KKLVHSVFDTADYTFPLQGN 100 



301 TCTTTCTTCGTGATGACAAACTTTCTCAAAACAGAAGGCCAAGAGCAGCGGTTGTGTCCC 360 
101 SFFVMTNFLKTEGQEQRLCP 120 



361 GAGTATCCCACCCGCAGGACGCTCTGTTCCTCTGACCGAGGTTGTAAAAAGGGATGGATG 420 
121 EYPTRRTLCSSDRGCKKGWM 140 



421 GACCCGCAGAGCAAAGGAATTCAGACCGGAAGGTGTGTAGTGTATGAAGGGAACCAGAAG 480 

141 DPQSKGIQTGRCVVYEGNQK 160 

481 ACCTGTGAAGTCTCTGCCTGGTGCCCCATCGAGGCAGTGGAAGAGGCCCCCCGGCCTGCT 540 

161 TCEVSAWCPIEAVEEAPRPA 180 



541 CTCTTGAACAGTGCCGAAAACTTCACTGTGCTCATCAAGAACAATATCGACTTCCCCGGC 600 
181 LLNSAENFTVLIKNNIDFPG 200 



601 CACAACTACACCACATACGCCAAGTACTACAAGGAAAACAATGTTGAGAAACGGACTCTG 660 
201 HNYTTYAKYYKENNVEKRTL 220 



661 ATAAAAGTCTTCGGGATCCGTTTTGACATCCTGGTTTTTGGCACCGGAGGAAAATTTGAC 720 
221 IKVFGIRFDILVFGTGGKFD 240 



721 ATTATCCAGCTGGTTGTGTACATCGGCTCAACCCTCTCCTACTTCGGTCTGGCCACTGTG 780 
241 I I Q L VVYIGSTLSYFGLATV 260 



7 81 TTCATCGACTTCCTCATCGACACTTACTCCAGTAACTGCTGTCGCTCCCATATTTATCCC 8 40 
261 F I DFLIDTYSSNCCRSHIYP 280 



841 TGGTGCAAGTGCTGTCAGCCCTGTGTGGTCAACGAATACTACTACAGGAAGAAGTGCGAG 900 
281 WCKCCQPCVVNEYYYRKKCE 300 
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FIG. IB 



901 TCCATTGTGGAGCCAAAGCCGACATTAAAGTATGTGTCCTTTGTGGATGAATCCCACATT 9 60 

301 SIVEPKPTLKYVSFVDESHI 320 

961 AGGATGGTGAACCAGCAGCTACTAGGGAGAAGTCTGCAAGATGTCAAGGGCCAAGAAGTC 102 0 

321 RMVNQQLLGRSLQDVKGQEV 340 

1021 CCAAGACCTGCGATGGACTTCACAGATTTGTCCAGGCTGCCCCTGGCCCTCCATGACACA 1080 

341 PRPAMDFTDLSRLPLALHDT 360 

1081 CCCCCGATTCCTGGACAACCAGAGGAGATACGGCTGCTTAGAAAGGAGGCGACTCCTAGA 1140 

361 PPIPGQPEEIRLLRKEATPR 380 

1141 TCCAGGGATAGCCCCGTCTGGTGCCAGTGTGGAAGCTGCCTCCCATCTCAACTCCCTGAG 1200 

381 SRDSPVWCQCGSCLPSQLPE 400 

1201 AGCCACAGGTGCCTGGAGGAGCTGTGCTGCCGGAAAAAGCCGGGGGCCTGCATCACCACC 12 60 

401 SHRCLEELCCRKKPGACITT 420 

1261 TCAGAGCTGTTCAGGAAGCTGGTCCTGTCCAGACACGTCCTGCAGTTCCTCCTGCTCTAC 1320 

421 SELFRKLVLSRHVLQFLLLY 440 

1321 CAGGAGCCCTTGCTGGCGCTGGATGTGGATTCCACCAACAGCCGGCTGCGGCACTGTGCC 1380 

441 QEPLLALDVDSTNSRLRHCA 460 



1381 TACAGGTGCTACGCCACCCGGCGCTTCGGCTCCCAGGACATGGCTGACTTTGCCATCCTG 14 4 0 

461 YRCYATRRFGSQDMADFAIL 480 

14 41 CCCAGCTGCTGCCGCTGGAGGATCCGGAAAGAGTTTCCAAAGAGTG7VAGGGCAGTACAGT 1500 

481 PSCCRWRIRKEFPKSEGQYS 500 



1501 GGCTTCAAGAGTCCTTACTGA 1521 
501 G F K S P Y 506 
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FIG. 2A 
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FIG. 2B 
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FIG. 2C 

ILPSCCRWRIRKEFPKSEGQYSGFKSPY- 
ILPSCCRWRIRKEFPKSEGQYSGFKSPY* 
ILPSCCRWRIRKEFPKTEGQYSGFKYPY- 
ILPSCCRWKIRKEFPKTQGQYSGFKYPY- 
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FIG- 3 

D = P2X_receptor PF00864 ATP P2X receptor 

Identical Match = 118 Similar = 194 Total # Of Gaps = 14 
Identity: Alignment = 28% Query = 23% Target = 30% 
Similarity: Alignment =4 6% Query = 38% Target =4 9% 
QS - 11 QE = 315 TS - 1 TE = 395 

Q: P2X7 VARIANT; T : P2X7 HMM Model 

Q 11 FQYETNKVTRIQSMN YGT I KWFFHVI I FS YVC- F ALVSDKLYQRKE P 

F Y+T K+ + + G + +1 +Y+ +++ K YQ + 

T 1 FDYKTPKYVWRNWKVGLMYRMVQLLILVYFVGWVASGAGTALSHRYVFLWEKGYQDRDT 

Q 57 "VISSVHTKVKGIA — EVKEEIVENGVKKLVHSVFDTADYTFPLQG-NSFFVMTNFLKTE 
++SSV TKVKG+A +V + +++L V D ADY +P QG N+FFVMTN++ T+ 

T 61 SPQSSVITKVKGVAMTNVTQ TSMLGNRVWDVADYVIPPQGENVFFVMTNMIVTP 

Q 113 GQEQRLCPEYPTR-RTLCSSDRGCKKGWMDPQSKGIQTGRCVVYEGNQK-TCEVSAWCPI 

Q Q +CPE P ++ C+SD +C G + ++ GI TGRCV+ + -f4- + TCE++AWCP+ 
T 115 NQTQGYCPEHPEVPDGNCWSDSDCHAGEAGMHGHGIKTGRCVRFNHSHRRTCEIWAWCPV 

Q 171 EAVEEAPRPALLNSAENFTVLIKNNIDFP 

E + P+P++L AENFT +IKN+I FP 
T 175 EDDDHVPMPPMLKEAENFTIFIKNSIWFPKFNFSKRNILENWNDTYMKHCHFHPKNHPYC 

Q 200 GHNYTT Y 

G++ ++ + 
T 235 PIFRLGDIVEWAGQDFQDLAHKGGVIGIQINWDCDLDWAWSHCWPHYSFHRLDNRKHEHN 

Q 207 AKYYKEN-NVEKRTLIKVFGIRFDILVFGTGGKFDIIQLVVYIGSTLSYFG 

AKYY++N VE RTL+K++GIRFD++V+G GKFDII ++ IGS L +G 
T 295 VSPGYNFRFAKYYWDNNGVEYRTLMKAYGIRFDVIVHGKAGKFDIIPTMINIGSGLAWMG 

Q 257 LATVFIDFLIDTYSSNCCRSHIYPWCKCCQPCVVNEYYYRKKCESIVEPKPTLKYVSFV 

+T+F D + +Y K ++YY +KK E ++K+++ + 

T 355 VGTFFCDWIL LYCMKK RHYYWHKKFEYVEDMKQGANSEWEA 
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FIG. 8 



Protein 


Genbanlc/ 
SWISS-PROT Accession 


Identities 


Similarities 


human P2X7 protein 


Q99572 


84.4% 


84.5% 


mouse P2X7 protein 


Q9Z1M0 


69.4% 


73.3% 


rat P2X7 protein 


Q64663 


67.9% 


73.4% 


human P2X2 protein 


Q9UBL9 


19.4% 


29.5% 


human P2X3 protein 


P56373 


19.6% 


28.1% 


human P2X1 protein 


P51575 


19.4% 


30.5% 


human P2X4 protein 


Q99571 


22.6% 


32.2% 


human P2X5 protein 


Q93086 


19.8% 


27.8% 


human P2X6 protein 


015547 


20.6% 


32.4% 



